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DETAILED ACTION 

Claims 1-27 are currently pending in the instant application and subject to the 
following restriction requirement 

Lack of Unity Requirement 

Claims 1-27 are drawn to more than one inventive concept (as defined by PCT 
Rule 13), and accordingly, a restriction is required according to the provision set forth in 
PCT Rule 13.2. 

PCT Rule 13.2 states that the international application shall relate to one 
invention only or to a group of inventions so linked as to form a single general inventive 
concept (requirement of unity of invention). PCT Rule 13.2 further states unity of 
invention as referred to in PCT Rule 13.1 shall be fulfilled only when there is a technical 
relationship among those inventions involving one or more of the same or 
corresponding special technical features. Special technical features, as defined in PCT 
Annex B, Part 1(b), include those technical features which define a contribution over the 
prior art. 

PCT Annex B, Part 1(e) provides combinations of different categories of claims 
and states: 

"The method for determining unity of invention under Rule 13.2 shall be 
construed as permitting, in particular, the inclusion of any one of the following 
combinations of claims of different categories in the same international application: 

(i) in addition to an independent claim for a given product, an independent claim 
for a process specially adapted for the manufacture of the said product, and an 
independent claim for a use of the said product, or 
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(ii) in addition to an independent claim for a given process, an independent claim 
for an apparatus or means specifically designed for carrying out the said process, 
or 

(iii) in addition to an independent claim for a given product, an independent claim 
for a process specially adapted for the manufacture of the said product and an 
independent claim for an apparatus or means specifically designed for carrying 
out the said process,..." 

This application contains the following inventions or groups of inventions which are not 

so linked as to form a single general inventive concept under PCT Rule 13.1. 

Group I: Claims 1-4, 17 and 24-27 drawn to compound of formula I wherein all 
the variables are as defined. 

Group II: Claims 18-21, drawn to a method of inhibiting growth of a susceptible 
neoplasm comprising administering a compound of formula I. 

Group III: Claims 18-19 and 23, drawn to a method of treating rheumatoid 
arthritis comprising administering a compound of formula I. 

In accordance with 37 CFR 1.499, applicant is required, in reply to this action, to 

elect a single invention to which the claims must be restricted. The claims herein lack 

unity of invention under PCT Rules 13.1 and 13.2 because, pursuant to 37 CFR 

1.475(a), Groups Mil lack unity of invention since under 37 CFR 1.475: 

Where a group of inventions is claimed in an application, the requirement of unity 
of invention shall be fulfilled only when there is a technical feature among those 
inventions involving one or more of the same or corresponding special technical 
features. . .those technical features that define a contribution which each of the claimed 
inventions, considered as a whole, makes over the prior art. 

The structural moiety common to Groups l-lll is a 2,3,5-substituted 
benzimidazole 
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1 wherein X is N. This technical feature is not a special technical 
feature because it fails to define a contribution over the prior art (see Kai et a/, CA 
125:247806, 1994). Therefore, Claims 1-27 are not so linked as to form a single 
general inventive concept, and there is lack of unity of invention. The variables vary 
extensively and, when taken as a whole, result in different compounds. Additionally, the 
vastness of the claimed subject matter and the complications in understanding the 
claimed subject matter impose a serious burden on any examination of the claimed 
subject matter. 

Because the claims do not relate to a single general inventive concept under 
PCT Rule 13.1 and lack the same or corresponding special technical features, the 
claims lack unity of invention and should be limited to a product, a process for the 
manufacture of said product, or a method of use. 

Furthermore, with respect to Groups Mil, even if unity of invention under 36 CFR 
1 .475(a) is not lacking, a national stage application, under 37 CFR 1 .475(b), containing 
claims to different categories of invention will be considered to have unity of invention if 
the claims are drawn to only one of the following combinations: 

(1) A product and a process specially adapted for the manufacture of said 
product; or 

(2) A product and process of use of said product; or 

(3) A product, a process specially adapted for the manufacture of said 
product, and a use of said product; or 

(4) A process and an apparatus or means specially designed for carrying out 
said process; or 
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(5) A product, a process specially adapted for the manufacture of said 
product, and an apparatus or means specially designed for carrying out 
said process. 

Moreover, according to 37 CFR 1.475(c), if an application contains claims to 
more or less than one of the combinations of categories of invention set forth in 
paragraph (b), unity of invention might not be present. 

In the instant case, the claims are drawn to a product and more than one use (i.e. 

treatment of tumor or arthritis). According to 37 CFR 1 .475(e), 

The determination whether a group of inventions is so linked as to form a single 
general inventive concept shall be made without regard to whether the inventions are 
claimed in separate claims or as alternatives within a single claim. 

As a result, the claims lack unity of invention and applicant is required to elect a 
single invention. Applicant is advised that the reply to this requirement, to be complete, 
must include an election of the invention to be examined even if the restriction 
requirement is traversed (37 CFR 1.143). 

The election of an invention or species may be made with or without traverse. To 
reserve a right to petition, the election must be made with traverse. If the reply does not 
distinctly and specifically point out supposed errors in the restriction requirement, the 
election shall be treated as an election without traverse. 

Should applicant traverse on the ground that the inventions or species are not 
patentably distinct, applicant should submit evidence or identify such evidence now of 
record showing the inventions or species to be obvious variants or clearly admit on the 
record that this is the case. In either instance, if the examiner finds one of the inventions 
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unpatentable over the prior art, the evidence or admission may be used in a rejection 
under 35 U.S.C. 103(a) of the other invention. 

During a telephone conversation with Robert Titus on February 14, 2007 a 
provisional election was made with traverse to prosecute the invention of Group I, 
claims 1-4, 17 and 24-27. Affirmation of this election must be made by applicant in 
replying to this Office action. Claims 18-23 are withdrawn from further consideration by 
the examiner, 37 CFR 1.142(b), as being drawn to a non-elected invention. 

Priority 

Applicant's claim for the benefit of a prior-filed application under 35 U.S.C. 1 19(e) 
or under 35 U.S.C. 120, 121, or 365(c) is acknowledged. Applicant has not complied 
with one or more conditions for receiving the benefit of an earlier filing date under 35 
U.S.C. 120 as follows: 

The later-filed application must be an application for a patent for an invention 
which is also disclosed in the prior application (the parent or original nonprovisional 
application or provisional application). The disclosure of the invention in the parent 
application and in the later-filed application must be sufficient to comply with the 
requirements of the first paragraph of 35 U.S.C. 112. See Transco Products, Inc. v. 
Performance Contracting, Inc., 38 F.3d 551, 32 USPQ2d 1077 (Fed. Cir. 1994). 

The disclosure of the prior-filed application, Application No. 60/421,939, fails to 
provide adequate support or enablement in the manner provided by the first paragraph 
of 35 U.S.C. 1 12 for one or more claims of this application. Specifically claims 1 and 17 
are not entitled to the filing date of the prior application 60/421,939 as subject matter 
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found in the instant claims does not find support in Application No. 60/421,939. For 
example, the substituent W wherein W is (iii)-(vi) and (viii)-(x) does not find support in 
the prior application 60/421,939 as W is defined as 




wherein x-C-Yis-N=C-N(R'V -N(R' l ).c=N,or-s-c=N. whjch on|y 
supports compounds of the instant application wherein W is (i), (ii) and (vii) as defined in 
the instant application. 

Accordingly claims 1 and 17 are not entitled to the benefit of the filing date of 
prior Application No. 60/421 ,939. 

Information Disclosure Statement 
Applicant's Information Disclosure Statement filed on 11/12/03 has been 
considered. Please refer to Applicant's copies of the 1449 submitted herewith. 

Oath/Declaration 

The oath or declaration is defective. A new oath or declaration in compliance 
with 37 CFR 1 .67(a) identifying this application by application number and filing date is 
required. See MPEP §§ 602.01 and 602.02. 

The oath or declaration is defective because: 

The title of the invention does not correspond to what is set forth in the oath. 

Objections: Content of Specification 
The specification does not incorporate cross reference to related applications. 
The specification should contain the following sections below, as applicable: 
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b) Cross-References to Related Applications : See 37 CFR 1 .78 and MPEP 
§201.11. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 



The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

ReiecftiioBrD I: 

Claim 1 is rejected under 35 U.S.C. 103(a) as being unpatentable over Kai etal 
(see CA 125:247806, 1994). 

Applicants' instant elected invention in claim 1 teach compounds of formula I 




wherein 
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R° is hydrogen and other substituents as defined in claims, R 1 is hydrogen and other 
substituents as defined in claims, X is N(R 4 ) or S; 

R* h ihicnyl or phenyl optionally sutetiruiexJ wSth ooc to r*o suteiitucfHs 
iitdqptadcmty stfccscd Item tf» &**P vawte&ag ©n»J% Ct-C« a&*i C*-C| sftawy* and 
trifluofx*ncthyfc 

K* H hydrogen, (CrC* *&yi>iut&aryl, ©r <Crt* ^tosftyljsiilGmyi; o* (CrC* 

Determination of the scope and content of the prior art (MPEP §2141.01) 
Kai ef a/ teach the compounds shown below: 
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and 




wherein R 5 = H, X = NR 4 , R 4 = 



V f 



methyl, W = (iv) 



, R° R 1 = H and R 3 = phenyl substituted with halo. 




i-Pr 



b) and F 

ethyl or isopropyl, 




wherein R 5 = H, X = NR 4 , R 4 = 




W = (iv) 



, R°, R 1 = H and R 3 = phenyl substituted with halo. 



c) 





and 



OHe 



wherein R 5 = H, X = NR 4 , R* = 



4 D 4 _ 



methyl, W = (iv) 



, R°, R 1 = H, and R 3 = phenyl substituted with C1-C4 alkoxy. 
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He 




R°, R 1 = H, and R 3 = phenyl substituted with trifluoromethyl. 



Ascertainment of the different between the prior art and the claims (MPEP §2141.02) 
The difference between the prior art of Kai et al and the instantly claimed 
compounds is that the compounds of Kai et al are directed towards tertiary amine 
compounds rather than the secondary amine compounds that are claimed in the instant 
invention. 

Finding of prima facie obviousness- rational and motivation (MPEP §2142-2143) 
Kai et al is analogous art because the compounds found in the art possess 
similar activity. In Ex part Bluestone, 135 USPQ 199, secondary and tertiary amines 
are stated to be interchangeable. Additionally, it is obvious to replace a hydrogen atom 
with a lower alkyl group on a nitrogen atom. Note Ex parte Weston, 121 USPQ 428 and 
In re Hoeksema, 158 USPQ 596. One of ordinary skill in the art would have been 
motivated to make the claimed compounds with the expectation that additional 
compounds useful for the same purposes would be obtained. In the absence of 
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unexpected results, one skilled in the art would expect that the instant claims which are 
analogous to the compounds of Kai et al, i.e. secondary amine vs tertiary amine, is 
prima facie. In the instant case, the claimed compounds and pharmaceutical 
compositions would have been rendered obvious by the structurally similar compounds 
of the reference. 



Claims 1 and 17 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gaster et al (see WIPO Pub No. 2003/042211, published 11/14/2002). It is noted that 
appicant's work discussed below was not found within U.S. Provisional Application 
60/421 ,939. Thus this matter has been given the priority date of the 371 of International 
Application No. PCT/US03/19890, filed on 07/31/2003 rather than the priority date of 
U.S. Provisional Application 60/421,939, filed on 10/28/2002. 

Applicants' instant elected invention in claims 1 and 17 teach compounds of 



Rejection HI: 



formula I 




i 



wherein 
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R° is hydrogen and other substituents as defined in claims, R 1 is hydrogen and other 
substituents as defined in claims, X is N(R 4 ) or S; 

rs ihi'cnyl or phcrryl optionally substituted «.Slh cue to two subsiitucnls 
Mcpcwkmly jekctcrf fbora Ow group eonsistfog <>fhak>, Ci-C« aifcyl, Ct-C* «Jko*y, and 
triflucnwncthyl: 

i$ hydrogen, (Ci-C« *lfe>1)*»iftayt, w(CrC 6 cycloalkyl)sulf<5nyl; w (CrCa 
dtfJjH*ttn»fe R 5 &hak>, hj-dit^n, W -NR^ , °; ^ 

pharmaceutical formulation comprising said compound. 

Determination of the scope and content of the prior art (MPEP §2141.01) 



W = (ix) , R 3 = phenyl substituted with halo (see example 18, p. 20) and 

pharmaceutical composition comprising said compound (see claim 7, p. 24). 
Ascertainment of the different between the prior art and the claims (MPEP §2141.02) 
The difference between the prior art of Gaster et al and the instantly claimed 
compounds is that the compounds of Gaster ef al are directed towards tertiary amine 
compounds rather than the secondary amine compounds that are claimed in the instant 
invention. 




wherein R 5 = H, X = NR 4 , R 4 = 



methyl, 
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Finding of prima facie obviousness- rational and motivation (MPEP §2142-2143) 
Gaster et al is analogous art because the compounds found in the art possess 
similar activity. In Ex part Bluestone, 135 USPQ 199, secondary and tertiary amines 
are stated to be interchangeable. Additionally, it is obvious to replace a hydrogen atom 
with a lower alkyl group on a nitrogen atom. Note Ex parte Weston, 121 USPQ 428 and 
In re Hoeksema, 158 USPQ 596. One of ordinary skill in the art would have been 
motivated to make the claimed compounds with the expectation that additional 
compounds useful for the same purposes would be obtained. In the absence of 
unexpected results, one skilled in the art would expect that the instant claims which are 
analogous to the compounds of Gaster et al, i.e. secondary amine vs tertiary amine, is 
prima facie. In the instant case, the claimed compounds and pharmaceutical 
compositions would have been rendered obvious by the structurally similar compounds 
of the reference. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
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F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Long/, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum % 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1 994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 1-2 and 17 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-3 and 5 of 
copending Application No. 10/597359. Although the conflicting claims are not identical, 
they are not patentably distinct from the pending claims because applicants are claiming 
compounds of the following structure 



is hydrogen; R 5 is hydrogen or -NR 9 R 10 wherein R 9 is hydrogen or C1-C4 alkyl, R 10 is 





wherein W is 



; X is NR 4 where R 4 
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hydrogen, C1-C4 alkyl or benzyl; R° is hydrogen or Ci-C 6 alkyl, R 1 is hydrogen, Ci-C 6 
alkyl, trifluoromethyl or phenyl optionally substituted with one to three substituents 
independently selected from halo or trifluoromethyl or 

Alternatively tnd SC may bz isken together to form o fully inairaicd C,-C< carbon 
chain or a fully imsaiuraied Cj C4 carbon eb»s optionally substituted with hate or C*-C« 

; R 3 is phenyl optionally 
substituted with one to two substituents independently selected from the group 
consisting of halo and trifluoromethyl, and a pharmaceutical formulation comprising said 
compound and a pharmaceutical^ acceptable carrier, diluent, or excipient 

Conflicting claims 1-3, and 5 of copending Application No. 10/597359 are drawn 

Y *\ 



to compounds of formula 1 wherein W is <» tm 



iv) ; Y is C-R 1 ; R 1 is hydrogen, amino or methyl; R is hydrogen; R 2 is 
hydrogen, C1-C6 alkyl; R 3 is hydrogen, C1-C6 alkyl, trifluoromethyl, or phenyl optionally 
substituted with one or two substituents independently selected from the group 
consisting of halo or trifluoromethyl or 

Rr and R 3 taken together form cither the group -ICFfcV where n is 2 Or 3 or the group - 
CH=CH-; . R 4 js pheny | 

optionally substituted with one or two substituents independently selected from the 
group consisting of halo and trifluoromethyl, and a pharmaceutical formulation 
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comprising said compound and a pharmaceutical^ acceptable carrier, diluent, or 
excipient 

The difference between the claims at issue and the conflicting claims is found 
within the scope of the claims. The instant claims are drawn to compounds that can 
also fall within the scope of the conflicting claims. Though the formula of the instant and 
conflicting claims are different, preferences towards compounds that have the same W 
is found within claim 2 of the conflicting claims and claim 2 of the instant claims. Other 
variables found in the instant claims (R°, R 1 , R 3 , R 4 , R 5 ) can be found within the 
corresponding variables (R 2 , R 3 , R 4 , R, R 1 ) of the conflicting claims. 

Therefore, it would have been obvious to one of ordinary skill in the art, when 
faced with the conflicting claims of Application No. 10/597359 to synthesize applicants' 
instantly claimed compounds as kinase inhibitors since compounds of similar scope had 
been administered for the same use. The motivation would be the expectation of 
success in use of applicants' compounds for inhibition of kinases. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen Cheng whose telephone number is 571-272- 
6233. The examiner can normally be reached on M-F, 9AM to 5:30PM EST. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on (571)272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANABAtBr 5^1-2*2-1000. 




\;_ . HfBECfr^ANDEtfSON 
^fQy P ATFNT EXAMINER 



Karen Cheng Joseph McKane 

Patent Examiner, AU 1626 Supervisory Patent Examiner, AU 1626 



